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1. 20 of the 80 compounds were fully characterized with mp, FTIR, 1 H, 13 C NMR and HRMS.
2.
As this is a library synthesis, compounds with a low yield were not resynthesized. 1 Low yields obtained are due to several reasons including:
(5S)-10-((S)-3-(Dimethylamino)pyrrolidin-1-yl)-4,5-dihydro-3H-2,5-methanobenzo[b][1,4,5]oxathiazocine 1,1-dioxide 4{8}
1. Peaks having bad shouldering problems 2. Only a small amount of the peak that satisfies the 90% purity threshold 3. Mechanical/instrumental error: over-pressured.
S40
In silico analysis
Sketched electronic versions of the library compounds were imported into the Tripos Molecular Spreadsheet [2] wherein standard Lipinski's rule of five parameters (molecular weight, ClogP, number of H-acceptors, and number of H-donors [3] ) plus the number of rotatable bonds and polar surface area were computed. Lipinski violations were specified according to molecular weight > 500, ClogP > 5.0, number of acceptors > 10, number of donors > 5, and number of rotatable bonds > 5. The structures were then exported into SDF format and converted into threedimensional protonated structures via Concord [4] . Absorption, distribution, metabolism and excretion (ADME) profiles of these compounds were then generated via Volsurf [5] . Descriptors were generated by using three probes (water, hydrophobic and carbonyl oxygen) with a grid space distribution of 1.0 Å. Predictions were then projected onto internal ADME models at the five-component level. Finally, diversity analysis was carried out by using DiverseSolutions [6] using standard H-aware 3D BCUT descriptors. The library was then projected onto a chemical space defined by the following descriptors: gastchrg_invdist2_000.550_K_L, gastchrg_invdist6_000.500_K_H, haccept_invdist2_001.000_K_H, tabpolar_invdist_000.250_K_H, tabpolar_invdist_000.500_K_L and populated (for comparison)
by a recent version of the MLSMR screening set (ca. 7/2010; ~330,000 unique chemical structures). Diversity scores (div(A)) for our library were then generated for each of our compounds (A) according to the expression:
where N occ is the number of cells occupied by PubChem compounds in an evenly distributed 1010101010 grid decomposition of the chemistry space, and pop(i) is the population of cell i. 
